Multiple breath washout in bronchiectasis clinical trials:is it feasible? by O'Neill, Katherine et al.
                                                                    
University of Dundee
Multiple breath washout in bronchiectasis clinical trials









Publisher's PDF, also known as Version of record
Link to publication in Discovery Research Portal
Citation for published version (APA):
O'Neill, K., Ferguson, K., Cosgrove, D., Tunney, M. M., De Soyza, A., Carroll, M., Chalmers, J. D., Gatheral, T.,
Hill, A. T., Hurst, J. R., Johnson, C., Loebinger, M. R., Angyalosi, G., Haworth, C. S., Jensen, R., Ratjen, F.,
Saunders, C., Short, C., Davies, J. C., ... Bradley, J. M. (2020). Multiple breath washout in bronchiectasis clinical
trials: is it feasible? ERJ Open Research, 6(4), [00363-2019]. https://doi.org/10.1183/23120541.00363-2019
General rights
Copyright and moral rights for the publications made accessible in Discovery Research Portal are retained by the authors and/or other
copyright owners and it is a condition of accessing publications that users recognise and abide by the legal requirements associated with
these rights.
 • Users may download and print one copy of any publication from Discovery Research Portal for the purpose of private study or research.
 • You may not further distribute the material or use it for any profit-making activity or commercial gain.
 • You may freely distribute the URL identifying the publication in the public portal.
Take down policy
If you believe that this document breaches copyright please contact us providing details, and we will remove access to the work immediately
and investigate your claim.
Download date: 29. May. 2021
Multiple breath washout in bronchiectasis
clinical trials: is it feasible?
Katherine O’Neill1,15,16, Kathryn Ferguson2, Denis Cosgrove2, Michael M. Tunney3,16,
Anthony De Soyza 4,15, Mary Carroll5,15, James D. Chalmers6,15,16,
Timothy Gatheral7,15, Adam T. Hill8,15, John R. Hurst9,15, Christopher Johnson10,15,
Michael R. Loebinger11,12,15,16, Gerhild Angyalosi13,16, Charles S. Haworth10,16,
Renee Jensen14, Felix Ratjen14, Clare Saunders11,12, Christopher Short 11,12,
Jane C. Davies11,12, J. Stuart Elborn1,15,16 and Judy M. Bradley1,15,16
Affiliations: 1Wellcome–Wolfson Institute for Experimental Medicine, Queen’s University – Belfast, Belfast,
UK. 2Belfast Health and Social Care Trust, Belfast, UK. 3School of Pharmacy, Queen’s University – Belfast,
Belfast, UK. 4Newcastle University, Newcastle upon Tyne, UK. 5University Hospital Southampton NHS
Foundation Trust, Southampton, UK. 6University of Dundee, College of Medicine, Dundee, UK. 7Department of
Respiratory Medicine, University Hospitals of Morecambe Bay NHS Foundation Trust, Morecambe Bay, UK.
8Royal Infirmary and University of Edinburgh, Edinburgh, Scotland, UK. 9UCL Respiratory, University College
London, London, UK. 10Cambridge Centre for Lung Infection, Royal Papworth Hospital, Cambridge, UK.
11National Heart and Lung Institute, Imperial College London, London, UK. 12Royal Brompton and Harefield
NHS Foundation Trust, London, UK. 13Novartis Pharma AG, Basel, Switzerland. 14University of Toronto,
Toronto, Canada. 15On behalf of the BRONCH-UK consortium. 16On behalf of the i-BEST-1 Trial Team.
Correspondence: Katherine O’Neill, Wellcome–Wolfson Institute for Experimental Medicine, Queen’s
University – Belfast, Medical Biology Centre, Lisburn Road, Belfast, BT9 7AB, UK. E-mail: k.oneill@qub.ac.uk
ABSTRACT
Background: Evaluation of multiple breath washout (MBW) set-up including staff training, certification
and central “over-reading” for data quality control is essential to determine the feasibility of MBW in
future bronchiectasis studies.
Aims: To assess the outcomes of a MBW training, certification and central over-reading programme.
Methods: MBW training and certification was conducted in European sites collecting lung clearance index
(LCI) data in the BronchUK Clinimetrics and/or i-BEST-1 studies. The blended training programme
included the use of an eLearning tool and a 1-day face-to-face session. Sites submitted MBW data to
trained central over-readers who determined validity and quality.
Results: Thirteen training days were delivered to 56 participants from 22 sites. Of 22 sites, 18 (82%) were
MBW naïve. Participant knowledge and confidence increased significantly (p<0.001). By the end of the
study recruitment, 15 of 22 sites (68%) had completed certification with a mean (range) time since
training of 6.2 (3–14) months. In the BronchUK Clinimetrics study, 468 of 589 (79%) tests met the quality
criteria following central over-reading, compared with 137 of 236 (58%) tests in the i-BEST-1 study.
Conclusions: LCI is feasible in a bronchiectasis multicentre clinical trial setting; however, consideration of site
experience in terms of training as well as assessment of skill drift and the need for re-training may be
important to reduce time to certification and optimise data quality. Longer times to certification, a higher
percentage of naïve sites and patients with worse lung function may have contributed to the lower success rate
in the i-BEST-1 study.
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There is a need for more reliable and responsive measures of lung function in bronchiectasis. Lung
clearance index (LCI) derived from multiple breath washout (MBW) is a robust measure of ventilation
distribution and studies in bronchiectasis have demonstrated LCI to be a reliable, valid and sensitive
measure of lung disease [1, 2]. With emerging evidence to support its use and the need for further data on
long-term reliability and responsiveness, LCI has been adopted as an exploratory end-point in two large
multicentre studies in bronchiectasis (BronchUK Clinimetrics and i-BEST-1). The BronchUK Clinimetrics
study is a longitudinal observational study to explore the clinimetric properties of a range of outcome
measures to support recommendations for bronchiectasis clinical studies (ClinicalTrials.gov Identifier:
NCT02468271). The Innovative Medicines Initiative (IMI) sponsored i-BEST-1 study is a phase II
dose-finding study, to assess the efficacy, safety and tolerability of tobramycin inhalation powder in
patients with noncystic fibrosis (CF) bronchiectasis and pulmonary Pseudomonas aeruginosa infection
(ClinicalTrials.gov Identifier: NCT02712983) [3]. MBW testing to measure LCI is not a core clinical
research skill and effective training is essential for data quality control [4, 5]. Acquisition of good quality
MBW data can be influenced by operator training, competence and experience in testing, as well as patient
factors (e.g. familiarity with the test, ability to cooperate and tolerate the test procedure [6, 7]). In addition
to staff training and certification, central “over-reading” of the data collected during the study is
recognised as an important step for quality control, especially in the multicentre setting [5, 8]. Central
over-reading ensures that standardised, pre-defined criteria are used in the evaluation and analysis of the
data [7]. In other studies, a range of success rates have been reported with test failure attributed to both
training/site and patient-related reasons and it is important to assess their impact in the bronchiectasis
multicentre research setting. Determination of the feasibility of MBW in bronchiectasis studies is required.
Objectives
The aims of this study were: 1) To evaluate the training and certification processes by assessing the change
in participant knowledge and confidence post-training and participant feedback; and certification rates,
time elapsed between training and certification and reasons for failure to certify. 2) To summarise the
outcomes of central over-reading by exploring the proportion of tests excluded after central over-reading
and most common reasons; and success rates per site, comparing naïve and non-naïve sites and change in




Sites completed a MBW feasibility checklist (supplementary appendix 1). Twenty-eight European sites
(UK, Spain, Germany, France, Italy, Belgium, Ireland) participated in the LCI substudy of the i-BEST-1
study. Seven of these sites also participated in the BronchUK Clinimetrics study. Both studies used the
Exhalyzer® D Multiple Breath Nitrogen Washout system and the European CF Society (ECFS) standard
operating procedure. Studies were prospectively registered and data collection was approved by the
Research Ethics Committee MR/L011263/1 (Clinimetrics) and the country-specific independent Research
Ethics Committee (i-BEST-1 study).
Training and certification
A series of training programmes were delivered by 1–2 clinical researcher(s) from the Belfast centre
certified and experienced in MBW testing using the Exhalyzer® D system (supplementary appendix 2). For
certification, sites were required to collect and submit 10 MBW testing sessions (5 per operator), including
4 from healthy people and 6 from people with respiratory disease (ECFS MBW Central Training and
Over-Reading Centre criteria, permission granted) (supplementary appendix 3).
Knowledge and confidence assessment and programme evaluation
Participants completed a knowledge and confidence questionnaire before receiving eLearning tool access
and the preparation material, at the start and at the end of the training day (supplementary appendix 4).
Additionally, participants completed an evaluation on programme content, format and delivery (North
American MBW Training Centre, permission granted).
Quality control and over-reading of study data
During the studies, the de-identified MBW data (each subject assigned a unique study ID) were over-read
[7], cleaned and double over-read by trained personnel (supplementary appendix 5).
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Time estimate
The time and staff capacity (hours and days) for training, certification and over-reading activity was
estimated based on the experiences of the Belfast centre in these studies.
Statistical analysis
The characteristics of the training programme participants were summarised. Data distribution of all
variables of interest was tested and the appropriate parametric and nonparametric statistics were applied.
Differences between the i-BEST-1 and BronchUK Clinimetrics study were compared using nonparametric
statistics (p<0.05 = statistically significant). To assess site-related impacts on data quality control, a
Wilcoxon signed-rank test was used to compare naïve and non-naïve sites and between the first 6 months
versus subsequent 6 months of testing. To assess patient-related impacts on data quality control,
Mann–Whitney U-tests were used to compare differences with subject age, lung function and pulmonary
exacerbation (where data were available i.e. Clinimetrics study). Combined success rate data from both
studies (i-BEST-1 and BronchUK Clinimetrics) were compared using the Mann–Whitney U-test.
Results
Training programme
Thirteen training days were delivered to 56 participants from 22 of the 28 sites (11 in the UK, 11 in other
countries in Europe) over the course of 25 months (April 2016 to May 2018). The remaining 6 of the 28
sites had previously completed an ECFS MBW training and certification process for other studies in CF
patient populations. Of the 22 sites that completed training, 18 (82%) were MBW naïve (no previous
knowledge or experience in MBW testing).
Participants in the training programmes were from a variety of professional backgrounds and included
nurses (21 of 56; 38%), physicians (9 of 56; 16%), clinical physiologists (9 of 56; 16%), study coordinators
(9 of 56; 16%) and physiotherapists (8 of 56; 14%).
Comparing the studies, 3 of 7 (43%) of the sites in the BronchUK Clinimetrics study were MBW naïve,
compared to 73% (8 of 11) in the i-BEST-1 study. All 9 physicians were from sites in the i-BEST-1 study,
otherwise, there was no difference in the proportion of all other professional backgrounds between the two
studies.
Knowledge and confidence assessment
Knowledge and confidence questionnaire scores are summarised in supplementary appendix 6. At
baseline, participants had some knowledge of MBW testing (mean score 6.0/10); however, confidence was
low. Knowledge and confidence increased significantly over the self-directed learning period and further
between start and end of the programme. The largest increase was observed after the 1-day face-to-face
training programme. Forty-six out of the 56 participants (82%) planned to continue using the eLearning
tool after the training day and throughout both studies (April 2016 to June 2019) the publicly available
eLearning tool had 8602 page views. Use of the eLearning tool was in a bite-size fashion with users
viewing 3 pages per session and an average session duration of 3 min (Google Analytics).
Comparing the studies, there was no difference in the change in participant knowledge or confidence
(p>0.05).
Programme evaluation
Fifty-two (93%) of the 56 participants completed the programme evaluation. Full programme evaluation
results and participant feedback are detailed in appendix 7.
Certification
By the end of the recruitment phase of both studies, 15 of 22 (68%) of the sites had completed
certification with a mean±SD (range) time since training of 6.2±2.9 (3–14) months. Time to certification
was significantly longer in i-BEST-1 (7.4 months) compared to Clinimetrics (4.3 months) (p=0.02).
Six (40%) sites completed their certification on the first submission (1 in Clinimetrics, 4 in i-BEST-1, 1 in
both), eight (53%) completed on the second submission (4 in i-BEST-1, 4 in both) and 1 (7%) required
three submissions (1 in i-BEST-1).
The remaining sites (7 of 22; 32%) did not complete certification. Three withdrew from the certification
process (2 sites with inadequate staff time to complete the certification, 1 later found clinical space was
unsuitable for LCI equipment). The remaining 4 sites (1 submitted but failed, 3 did not submit any data)
did not adequately complete certification before the end of the recruitment phase, reporting the barriers as
listed in supplementary appendix 8.
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Data quality control and central over-reading
Overall, of the 22 sites trained, only 12 actually recruited participants and collected MBW data in the
studies.
In the Clinimetrics study, trial participants attempted MBW at 8 visits over 12 months, 589 MBW testing
sessions (n=1571 tests) from 142 study participants across seven sites were submitted for over-reading.
After completion of over-reading (supplementary appendix 5), 468 of 589 (79%) testing sessions met the
quality criteria, whereas 121 of 589 (21%) testing sessions did not and were excluded (figure 1). Site
success rates across sites ranged from 61% to 89%. Success rates in MBW-naïve sites was 72% compared to
85% in non-naïve sites. A decrease in success rate after 6 months was observed in naïve sites compared
with non-naïve sites, indicating that skill drift may have occurred (table 1). Subjects attempting MBW had
a mean±SD age of 65.9±11.1 years, forced expiratory volume in 1 s (FEV1) of 71.5±19.7 % predicted and
2.5±2.1 pulmonary exacerbations in the previous year. In those patients with a valid MBW at baseline
(n=131), mean±SD LCI was 12.4±3.0. Considering patient-related reasons for test exclusion, there was no
difference in age (p=0.10) or disease severity (p=0.90) as measured by FEV1 (at baseline) in those subjects
with successful versus those with failed test sessions in this cohort.
In the i-BEST-1 trial, subjects attempted MBW at 8 visits over 6 months. Overall, 236 MBW testing
sessions (n=675 tests) from 40 study participants across 11 sites were submitted for over-reading. After
completion of the over-reading process (supplementary appendix 5), 137 of 236 (58%) testing sessions met
the quality criteria, whereas 99 of 236 (42%) testing sessions did not and were excluded (figure 2). Success
rates per site ranged from 0 to 81%. Three of the 11 sites were unable to collect any valid data from
patients (i.e. all tests excluded). On exclusion of the data from these sites, the proportion of testing
sessions excluded overall was reduced to 36%. In contrast to what was observed in the Clinimetrics study,
in the i-BEST-1study success rates in MBW-naïve sites was 59% compared to 56% in non-naïve sites. In
addition in the i-BEST-1 study there was an increased success rate after 6 months in some naïve sites,
indicating that there was a learning effect and that increased experience with testing may have improved
MBW test attempts
n=1571 tests




(59 testing sessions in 46
subjects)
Not a tidal breathing pattern
Tests 32/325 (10%)
(13 testing sessions in 10
subjects)
End of test criteria not met
Tests 39/325 (12%)
















(9 testing sessions in 9 subjects)
Patient could not tolerate long
enough to collect data
Tests 10/325 (3%)
(10 testing sessions in 9 subjects)
FIGURE 1 Central over-reading outcome from BronchUK Clinimetrics study (testing sessions from 142
subjects over 8 visits). MBW: multiple breath washout. #: re-run of tests completed but did not resolve the
misalignment or re-run not possible due to A-files not being saved.
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test quality (table 2). Subjects attempting MBW had a mean±SD age of 64.1±13.0 years, FEV1 54.8±19.0 %
predicted and 2.6±1.6 pulmonary exacerbations in the previous year. In those patients with a valid MBW
at baseline (n=19), mean±SD LCI was 13.9±3.5.
Figure 3 displays combined success rate data from both studies considering naïve and non-naïve status.
Success rates for sites participating in both studies were averaged. Success rates were higher in non-naïve
sites (81%) compared to naïve sites (66%).
Signal misalignment#
Tests 20/295 (7%)
(5 testing sessions in 5 subjects)
n=675 tests




(49 testing sessions in 29
subjects)
Not a tidal breathing pattern
Tests 75/295 (25%)
(28 testing sessions in 10
subjects)
End of test criteria not met
Tests 48/295 (16%)




(3 testing sessions in 3 subjects)
Successful tests
n=380 tests




(99/236 (42%) testing sessions in 36
subjects)
MBW test attempts
FIGURE 2 Central over-reading outcome from i-BEST-1 trial (testing sessions from 40 subjects over 8 visits).
MBW: multiple breath washout. #: re-run of tests completed but did not resolve the misalignment or re-run
not possible due to A-files not being saved.
TABLE 1 Clinimetrics (Clin) multiple breath washout data quality control according to site
Naïve sites Non-naïve sites Overall




116 59 58 88 91 158 19




167/233 (72%) 301/356 (85%) 79%
Site success rate first
6 months versus
remainder
81%:65% 81%:53% 94%: 83% 74%:74% 72%:100% 94%:88% 64%:60%
https://doi.org/10.1183/23120541.00363-2019 5
BRONCHIECTASIS | K. O’NEILL ET AL.
The time and staff capacity required completing MBW training, certification and over-reading is
summarised in supplementary appendix 5.
In summary, the key results from this study are displayed in table 3.
Discussion
This study demonstrated that MBW testing to measure LCI, a newly emerging, repeatable and sensitive
outcome measure in bronchiectasis is feasible in a bronchiectasis multicentre clinical trial setting.
However, key challenges remain regarding time to site certification and in obtaining the optimal
proportion of valid data in this patient population. Longer times to certification and patients with worse
lung function may have contributed to the lower success rate in the i-BEST-1 study. Success rate data from
both studies showed higher success rates in non-naïve sites compared to naïve sites. To optimise data
TABLE 2 i-BEST-1 multiple breath washout (MBW) data quality control according to site
































































46%:0% 68%:91% 0%:0% 48%:55% 75%:n/a 93%:100% 60%:n/a 0%:0% 84%:72% 86%:0% 0%:0%
n/a: No MBW data submitted during this timeframe.
0 10 20 30 40 50
Success rate %





i-Best-1 site 5 / Clin site 2
i-Best-1 site 6 / Clin site 1
i-Best-1 site 7 / Clin site 3
i-Best-1 site 8 / Clin site 4
i-Best-1 site 9 / Clin site 5























FIGURE 3 Combined success rate. Clin: Clinimetrics.
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quality this study highlights that the steps of training, certification and quality control are essential
components to consider at the trial design and site feasibility stage. Consideration of site experience in
terms of training needs as well as assessment of skill drift and the need for re-training may be important
to reduce time to certification and optimise data quality. MBW success rates can be linked to both
training-related and patient-related reasons and we have attempted to assess their impact in the
bronchiectasis multicentre research setting.
Effect of training and certification
Regarding training, our knowledge and confidence evaluation highlighted the importance of the
face-to-face element of training. MBW knowledge but particularly confidence was significantly increased
after this component of the programme. Hands-on practice with calibration and testing with the
equipment has been emphasised as an essential element in any MBW training, including other reports of
1- and 2-day programmes [9, 10]. While 10% of participants suggested that covering all content in 1 day
was a challenge and more time for hands-on practice may be better, the high level of participation
satisfaction with programme delivery and content generally supports this model of training. Conversely, a
second day may have increased the opportunity to be trained and reduced the number of sites failing to be
certified; however, there may be challenges in getting staff released from normal duties for a second day of
training. The use of our eLearning tool was an integral component of the teaching and in addition was
designed to provide programme participants with refresher content on return to their home site. Use of
such a tool is relevant in the multicentre research setting to facilitate open and continuous access to
training materials.
In the Clinimetrics study 3 of 7 (43%) were naïve to MBW testing, in contrast to 73% (8 of 11) in the
i-BEST-1 study. Our data found no difference in the change in participant knowledge or confidence with
training (p>0.05) between the studies. However, our data showing higher success rates from the combined
naïve versus non-naïve sites are in agreement with our previous study demonstrating that site MBW
experience relates to data quality [6]. Furthermore, data from the i-BEST-1 study showed evidence of a
learning effect, with some sites’ success rates improving after 6 months. These results may be helpful in
informing site selection criteria for future studies including LCI (i.e. previous experience >6 months).
However, this was in contrast to the skill drift seen over 6 months in the Clinimetrics study. Additionally,
6 sites were active in both studies, some at the same time, and therefore the pattern is unclear. The best
way to measure site experience is unclear and quantification of operator testing hours may be a better
indicator of MBW experience.
Our finding that sites required an average of 6 months to complete both training and certification is an
important consideration for sites and sponsors planning future MBW bronchiectasis studies. A longer
time to certification may contribute to a higher test failure rate due to skill drift, as shown in the i-BEST-1
study. The most common barriers to certification (lack of time, lack of available volunteers for practice
testing) were in agreement with challenges highlighted by Central Over-Reading Centres in CF [11].
Consideration of language translational needs is also important. More detailed criteria on time required for
certification at the feasibility assessment stage may be helpful. Furthermore, reducing theory content and
organising at least 1 practice test per operator during the face-to-face training day may facilitate the
process. Other studies have included supervised MBW assessments at site initiation [12]. Post-certification,
in addition to the site support provided (supplementary appendix 3) these study results emphasise the
need for more protocolised assessment of skill drift to identify sites with underperformance earlier,
TABLE 3 Key results from multiple breath washout (MBW) training, certification and data
quality control in bronchiectasis research settings
Knowledge and confidence with MBW testing was increased with the training programme
68% of sites completed certification within 6 months
Most common barriers to completing MBW certification in bronchiectasis sites were the lack of time and
available volunteers to practice testing
Success rates were 79% (Clinimetrics study) and 58% (i-BEST-1 study)
In the Clinimetrics study, there was no difference in age (p=0.10) or disease severity (p=0.90) as measured
by forced expiratory volume in 1 s (at baseline) in those subjects with successful versus those with failed
test sessions
In the i-BEST-1 study, longer times to certification, a higher percentage of naïve sites and patients with
worse lung function may have contributed to the lower success rate
Combination of success rate data from both studies showed that success rates were higher in non-naïve
sites (81%) compared to naïve sites (66%)
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optimise shared learning and target sites for more formalised booster re-training. Such an approach may
have prevented skill drift and future studies should consider such strategies. All potential solutions and
activity require planning and resourcing by the centre delivering the training. Key differences in the
bronchiectasis research setting compared to the CF setting (staff are not usually bronchiectasis-specific or
based in a dedicated team or centre) should be considered.
Effect of study design
Differences in success rates may also be influenced by study design. In the Clinimetrics study, LCI was a
requirement at baseline and repeat visits were facilitated when data were invalid. In the i-BEST-1 study,
recruits attended 8 visits with a greater number of assessments over 6 months. More complex study design
may have placed time constraints on the LCI testing period and made additional visits for repeat LCI
unfeasible. Overall, in the i-BEST-1 study, while there were fewer patients and fewer testing opportunities,
there were more frequent study visits (every 2–4 weeks) compared to the Clinimetrics study (every
3 months). This more frequent practice may explain the learning effect seen.
Effect of patient-related reasons for exclusion
Considering patient-related reasons for test exclusion, overall patients in i-BEST-1 had a worse FEV1 %
predicted compared with the Clinimetrics study (although no association was found between FEV1 and
LCI success within studies). Worse lung function and lower tolerability can mean longer testing time and
duration of the MBW test is a key determinant of feasibility [4] and this may have been a contributing
factor in the lower success rates seen in i-BEST-1. Exploration of parameters of MBW that involve less
time and patient burden (e.g. shortened LCI) may be warranted [13, 14].
The largest proportion of tests excluded in both studies was due to a leak during testing. Maintaining a
tight seal with the mouthpiece and nose clip in the same position can be challenging. This is particularly
problematic if the patient is symptomatic or during a pulmonary exacerbation. Furthermore the worse the
lung function, the longer the test, increasing the likelihood of leak. Leaks have also been the main reason
for test exclusion in CF studies reporting on MBW quality control, highlighting that it remains an issue
regardless of patient population [7, 15]. During training, operator recognition of leaks and steps to resolve
them are a focus and continued emphasis on this aspect in future programmes is important to minimise
excluded tests.
Bronchiectasis versus CF success rates
Success rates in the Clinimetrics study were comparable to that reported in recent CF multicentre studies
and in another single-centre study of LCI in bronchiectasis (success rate of 73–98%) [11, 12, 16–21].
Lower success rates reported in the i-BEST-1 study (58%) demonstrate the challenges of MBW testing in
this setting, despite the approach of central training, implementation of standard operating procedures and
harmonised MBW protocols and central MBW analysis. Of note, not all trained and certified i-BEST-1
sites enrolled patients to the study and therefore did not submit any LCI data before the study was stopped
early (11 of 15 sites certified submitted LCI data). Therefore, the quality evaluation of data did not
represent all sites trained and certified in this programme. However, the finding that 42% of tests were
excluded, highlighted that it is important for sites and sponsors delivering MBW in clinical trials to plan
strategies to facilitate repeat MBW tests in the case of invalid data and to consider how it might influence
sample size calculations. Lower success rates (<50%) in CF studies have been explained mainly by issues
relating to testing in children (inability to cooperate/tolerate the test) [15, 22]. In these studies, including
older adults we have found that tolerability is still an issue contributing towards test exclusions (some test
leak and not meeting end of test criteria due to intolerability) and indeed longer test durations would also
impact on this.
Limitations
This study has a number of limitations, including that is was observational in design. Furthermore, this is
the first time that this model of training, certification and over-reading has been delivered in
bronchiectasis by the Belfast site and learning from centres in other disease groups will help inform
planning for any future studies. Analysis of site success rates and the potential influencing factors in this
study were exploratory and future studies would benefit from more rigorous analysis such as logistic
regression to determine the significant factors impacting MBW success. While our study reported the
main barriers to certification, it would also have been useful to collect reports from site operators on
barriers to quality data post-certification. These qualitative data would be useful to interpret alongside the
reasons for test exclusion, as we have reported. Furthermore, our analysis was focused on the operational
aspects of MBW delivery. Further analysis on the MBW data (e.g. LCI results, test duration) could uncover
other patient-related factors that could influence MBW feasibility in this patient group. Alongside the
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assessment of feasibility of LCI in this setting, determination of the clinimetric properties including
long-term reliability and responsiveness of LCI are essential to inform a decision on the use of this
outcome measure in future bronchiectasis studies.
Conclusion
In conclusion, this study demonstrates that MBW testing to measure LCI is feasible in a bronchiectasis
multicentre clinical trial setting; however, key challenges remain regarding time to site certification and in
obtaining the optimal proportion of valid data. This study highlights that the steps of training, certification
and quality improvement are essential components to consider at the trial design and site feasibility stage.
Future studies including LCI in the bronchiectasis patient population may wish to consider site experience
in terms of training needs and ensure time for naïve sites to acquire experience, assess skill drift and the
need for re-training during the study. Consideration of the patient cohort lung function and test duration
may be important to estimate the percentage of quality data. Finally, the time, resource and capacity
required for this activity is an important consideration for both sites and sponsors and could be informed
by the experiences in this study.
Acknowledgments: We would like to thank the patients who participated in the BronchUK Clinimetrics study and
i-BEST-1 study. We thank the European Cystic Fibrosis Society MBW Central Training and Over-Reading Centre and
the North American MBW training centre for the provision of training, certification and over-reading materials and
support during these processes. We acknowledge the BronchUK consortium (www.bronch.ac.uk) supported by the
Medical Research Council grant (MR/L011263/1) for providing the platform leading to the development of the study
concept. We acknowledge the i-BEST-1 trial (EU/EFPIA IMI-JU iABC grant number 115721), which supported the
provision of some of the MBW devices. We thank the Northern Ireland Clinical Research Network (Respiratory
Health), the Wellcome–Wolfson Northern Ireland Clinical Research Facility and research summer student Gokul
R. Lakshmipathy for supporting data collection and collation.
Conflict of interest: K. O’Neill reports grants from European Union IMI (grant agreement number 115721) and
Novartis during the conduct of the study. K. Ferguson has nothing to disclose. D. Cosgrove has nothing to disclose.
M.M. Tunney reports grants from European Union IMI (grant agreement number 115721) and Novartis during the
conduct of the study. A. De Soyza reports grants and personal fees from AstraZeneca, medImmune, Insmed, Bayer,
Pfizer, GSK, Novartis and Chiesi outside the submitted work. M. Carroll has nothing to disclose. J.D. Chalmers reports
research grants for COPD and personal fees from GlaxoSmithKline and Boehringer Ingelheim, research grants for
COPD from AstraZeneca, research grants for COPD and personal fees from Pfizer, research grants for bronchiectasis
and personal fees from Bayer Healthcare and Grifols, consulting fees from Napp and the Aradigm Corporation, and
grants and personal fees from Insmed, outside the submitted work. T. Gatheral has nothing to disclose. A.T. Hill has
nothing to disclose. J.R. Hurst reports grants, personal fees and nonfinancial support from pharmaceutical companies
that make medicines to treat bronchiectasis, outside the submitted work. C. Johnson has nothing to disclose.
M.R. Loebinger reports personal fees from AstraZeneca, Grifols and Polyphor outside the submitted work. G. Angyalosi
reports grants from the IMI Joint Undertaking iABC grant agreement number 115721 and other support from Novartis
Pharma AG, during the conduct of the study; and is Novartis Pharma AG employee. C.S. Haworth reports an
EU-funded IMI grant during the conduct of the study; personal fees from Aradigm, Grifols and Chiesi, grants and
personal fees from Insmed, personal fees from Gilead and GSK, collaborated on an IMI grant with Novartis, and grants
and personal fees from TEVA, outside the submitted work. R. Jensen has nothing to disclose. F. Ratjen reports grants
and personal fees from Vertex, and personal fees from Novartis, Bayer, Roche and Genetech, outside the submitted
work. C. Saunders has nothing to disclose. C. Short has nothing to disclose. J.C. Davies has nothing to disclose.
J.S. Elborn reports grants from the Framework Seven IMI during the conduct of the study. J.M. Bradley has nothing to
disclose.
Support statement: We acknowledge the BronchUK consortium (www.bronch.ac.uk) supported by the Medical Research
Council grant (MR/L011263/1) for providing the platform leading to the development of the study concept. i-BEST-1
trial: Support received from EU/EFPIA IMI-JU iABC grant number 115721. The eLearning tool content (www.
MBWtraining.com) was developed with support from a Knowledge Exchange Grant (Public Health Agency, Northern
Ireland, Health and Social Care Research & Development division). Funding information for this article has been
deposited with the Crossref Funder Registry.
References
1 Rowan SA, Bradley JM, Bradbury I, et al. Lung clearance index is a repeatable and sensitive indicator of
radiological changes in bronchiectasis. Am J Respir Crit Care Med 2014; 189: 586–592.
2 Gonem S, Scadding A, Soares M, et al. Lung clearance index in adults with non-cystic fibrosis bronchiectasis.
Respir Res 2014; 15: 59.
3 Loebinger M, Polverino E, Blasi F, et al. A randomised placebo-controlled dose finding study of tobramycin
inhalation powder (TIP) in patients with bronchiectasis (BE) and pulmonary P. aeruginosa (pa) infection
(iBEST-1). Eur Respir J 2018; 52: Suppl. 62, PA2669.
4 Subbarao P, Milla C, Aurora P, et al. Multiple-breath washout as a lung function test in cystic fibrosis. A cystic
fibrosis foundation workshop report. Ann Am Thorac Soc 2015; 12: 932–939.
5 Robinson PD, Latzin P, Verbanck S, et al. Consensus statement for inert gas washout measurement using
multiple- and single- breath tests. Eur Respir J 2013; 41: 507–522.
6 O’Neill K, Lakshmipathy GR, Ferguson K, et al. Quality control for multiple breath washout tests in multicentre
bronchiectasis studies: experiences from the BRONCH-UK clinimetrics study. Respir Med 2018; 145: 206–211.
https://doi.org/10.1183/23120541.00363-2019 9
BRONCHIECTASIS | K. O’NEILL ET AL.
7 Jensen R, Stanojevic S, Klingel M, et al. A systematic approach to multiple breath nitrogen washout test quality.
PLoS ONE 2016; 11: e0157523.
8 Saunders C, Bayfield K, Irving S, et al. Developments in multiple breath washout testing in children with cystic
fibrosis. Curr Med Res Opin 2017; 33: 613–620.
9 O’Neill K, Tunney MM, Elborn JS, et al. Training in multiple breath washout (MBW) testing for bronchiectasis
(BE) clinical trials. Eur Respir J 2017; 50: Suppl. 61, PA2500.
10 Saunders C, Bayfield KJ, Short C, et al. 134 training and qualifying international teams in standardised
procedures: steps on the learning curve from the CTN LCI core facility. J Cyst Fibros 2016; 15: S85.
11 Saunders C, Jensen R, Robinson PD, et al. Integrating the multiple breath washout test into international
multicentre trials. J Cyst Fibros 2020; 19: 602–607.
12 Stahl M, Graeber SY, Joachim C, et al. Three-center feasibility of lung clearance index in infants and preschool
children with cystic fibrosis and other lung diseases. J Cyst Fibros 2018; 17: 249–255.
13 Hannon D, Bradley JM, Bradbury I, et al. Shortened lung clearance index is a repeatable and sensitive test in
children and adults with cystic fibrosis. BMJ Open Respir Res 2014; 1: e000031.
14 Stanojevic S, Jensen R, Sundaralingam D, et al. Alternative outcomes for the multiple breath washout in children
with CF. J Cyst Fibros 2015; 14: 490–496.
15 Singer F, Houltz B, Latzin P, et al. A realistic validation study of a new nitrogen multiple-breath washout system.
PLoS One 2012; 7: e36083.
16 Svedberg M, Gustafsson PM, Robinson PD, et al. Variability of lung clearance index in clinically stable cystic
fibrosis lung disease in school age children. J Cyst Fibros 2018; 17: 236–241.
17 Stanojevic S, Davis SD, Retsch-Bogart G, et al. Progression of lung disease in preschool patients with cystic
fibrosis. Am J Respir Crit Care Med 2017; 195: 1216–1225.
18 Downing B, Irving S, Bingham Y, et al. Feasibility of lung clearance index in a clinical setting in pre-school
children. Eur Respir J 2016; 48: 1074–1080.
19 Green K, Kongstad T, Skov M, et al. Variability of monthly nitrogen multiple-breath washout during one year in
children with cystic fibrosis. J Cyst Fibros 2018; 17: 242–248.
20 O’Neill K, Saunders C. New directions on lung clearance index variability and feasibility. J Cyst Fibros 2018; 17:
137–139.
21 Grillo L, Irving S, Hansell DM, et al. The reproducibility and responsiveness of the lung clearance index in
bronchiectasis. Eur Respir J 2015; 46: 1645–1653.
22 Robinson PD, Stocks J, Aurora P, et al. Abbreviated multi-breath washout for calculation of lung clearance index.
Pediatr Pulmonol 2013; 48: 336–343.
https://doi.org/10.1183/23120541.00363-2019 10
BRONCHIECTASIS | K. O’NEILL ET AL.
